Cyclosporin A promotes nuclear transfer of a cytoplasmic progesterone receptor mutant.
The effects of cyclosporin A (CsA), FK506 and rapamycin (Rapa) on the intracellular localization of a mutated rabbit progesterone receptor (PR) which lacks the main constitutive nuclear localization signal (NLS) (delta 638-642) and is cytoplasmic in the absence of progesterone (Prog), were assayed by indirect immunofluorescence in Lcl3 cells, a mouse L-cell line stably expressing this mutant. CsA alone, at 5-10 microM concentrations, induced almost complete nuclear transfer of the PR-mutant within 18 h. In contrast, FK506 and Rapa at the same concentrations had no effect. This nuclear transfer induced by CsA was concentration and time dependent and was independent of protein synthesis. It was not a potentiation of hormone action since it took place in the absence of hormone, including in serum-free culture conditions. The implications of this specific effect of CsA are discussed.